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(57) Abstract: A compound which is useful as a VEGF receptor an- 
tagonist and has excellent properties. It is a carboxylic acid derivative 
represented by the formula (1) [wherein ring A represents a benzene 
ring, n^hthalane ring, etc.; W represents C1.5 alkylene; Z represents 
a single bond or phenylene; R^ and R^ are the same or different and 
each represents hydrogen, halogeno, C1.5 alkyl, or Ci.io alkoxy; R^ rep- 
resents hydrogen, halogeno, C1.12 alkyl, C2.5 alkynyl, trifluoromethyl, 
acetynyl, cyano, nitro, -CH2-R^ -Y-R", etc.; R^ represents a group rep- 
resented by the formula (2) and R^ represents hydrogen or C1.5 alkyl] 
or a pharmaceutically acceptable salt of the derivative. 
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- ( 1 - HT^i^JV^^^i^) -N - ( 2 - 7 X y :7'n tr;t>T5 

HCDffii^SCO. 6 5g> 7 9%)<£#fco#enfem^^cD0. 3 Og(0. 6 Ommol)(DN. 
l^-^;k^}Vy)VJ^72. H(4inl)^mSii-^^iJ->i?c#Ufc6 0 %7K^'fb:^ h U 
A(0. 0 3 6g. 0. 7 OmmoDt-SaA. ^MT2 OiS>r^m*m. v^'n^i^m^^^JKO . 

1 4 g. 0.9 ommoD^jn^. Mi3:^tiiT4 sm^MWi^ft.o Rmm^wmx.^)i^x 

N_[3-{4-(i-1^5^'>;i^^^>'):7xn;H^ntr:^n;u]-N-(2-:7xy=^ 
e^^'xcn;!/)^"; >^>>^^>'V'X7.-x;w(o. 2 3g)^#;fc. 

'H-NMR (300MHz, 6 ppm in CDCI3) ; 

0. 88 (3H, t , J=7Hz) , 1 . 20-1 . 45 (20H, m) . 1 . 74 (2H, m) , 2. 43 (2H, m) , 2. 83 (2H, m) , 
3. 69 (IH, d, J=17Hz) . 3. 73 (3H. s) . 3. 89 (2H. t. J=7Hz) , 4. 87 (IH. d. J=17Hz) , 
6. 72-7.50(13H,m) 

mmm 115-121 

N-[2-(2-P^5^;V7xy^-»:7xn;W-N-[3-{4-(l-:^^i5^7^>'JW 

:t^v'):7xn;W:/ntf:t— ;Wi^U'» t -zf^)V:ji::^y^)V(mmmi 1 5) 

'H-NMR (300MHz, 8 ppm in CDCI3) ; 
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0. 88 (3H. t , J=7Hz) , 1 . 20-1 . 43 (30H. m) , 1 . 74 (2H, in>, 2. 1 9 (3H. s) 2. 47 (2H. m) . 
2. 87 (2H. nO . 3. 88 (2H, t. I=7Hz) , 4. 23 (2H, q, J=17Hz) . 6. 70-7. 52 (12H, l) 

N - [ 2 - ( 5 - :7xn;i/- 1.3.4 -^^lyZ^TV-))^- 2 —f -N 
-[3-{4-(l -:^-i7i5'x>';!^^^>'):7x-;W7'nl^:t::i;W^^U v> t -^^ 

'H-NMR (300MHz. 6 ppm in CDCI3) : 
0.88 (3H. t , J=7Hz) . 1 . 20-1 . 40 (30H. m) , 1 . 45 (9H, s) , 1 . 67 (2H. m) . 2. 35 (2H. m) . 
2. 83 (2H, m) . 3. 50 (IH, d. J=17Hz) , 3. 75 (2H, t. J=7Hz) .5.01 (IH, d, 1=1 7Hz) . 6. 59 (2H, m) . 
6. 88 (2H. m) , 7. 48-7. 62 (5H, m) , 7. 74 (IH, m) , 8. 00-8. 08 (2H, m) , 8. 33 (IH, m) 

N-[4-{i 2-(4-Xh^->:73:y^i^) h-^i^;!/:^^^^^ •7x::i;UT-fe^;W - 

[2 - ( S-y:r.-)V- 1,3,4 -:t^'^^J7'/-)V- 2 — f tJ^U 

> t -:/^;vxx5";K*SSMi i 7) 

•H-NMR (300MHz. 6 PPm In CDClj) ; 
1. 20-1. 65 (20H. m) , 1. 45 (9H. s) , 1. 76 (2H. m) . 3. 24 (IH, m) . 3. 55 (IH. d. J=17Hz) , 3. 62 
(IH, m) . 3. 77 (3H. s) . 3. 90 (2H. t. J=7Hz) , 5. 05 (IH. d, J=17Hz) . 6. 50 (2H, m) . 6. 75 (2H. m) , 
6. 83 (4H, m) , 7. 48-7. 68 (3H. m) , 7. 80 (IH. m) , 7. 95-8. 03 (2H, n) . 8. 25 (IH. nO 
2-ysy-N-[2-(5-7xn;V- 1. 3, A-^^-^i^T^Z-Jl- 2-^ )V) 

7 x-;W - N- [3-{4-(l-::t^ y x.=.M t::tri;W 

\d:i->m t -:/5^;i^xxT-;K^Ji0ili 1 8) 

'H-NMR (300MHz, 8 ppm in CDCI3) ; 
0. 88 (3H, t, J=7Hz) , 0. 94 (3H. d, J=7Hz) , 1. 20-1. 40 (30H, m) , 1. 51 (9H, §) , h 68 (2H, m) , 
2. 26 (2H, m) , 2. 80 (2H. m) , 3. 75 (2H, t, J=7Hz) , 5. 00 (IH, q. J=7Hz) , 6. 60 (2H, m) . 
6. 85 (2H, m) , 7. 48-7. 68 (5H, m) . 7. 83 (IH, m) , 8. 00-8. 08 (2H. m) . 8. 33 (IH. m) 

7 X - N- [3-{4-(l - :t^i^^zy}V:t=¥iy) 7 x-;i/} ^ O tr:;tn;W 

>mx5^;i/xx^;KIIWJi 1 9) 

'H-NMR (300MHz, 8 ppm in CDCI3) ; 
0. 88 (3H, t. J=7Hz), 1. 19(3H. t, J=7Hz), 1.00-1.46(30H,iii). 1. 63-1. 96(4H,in). 2. 28 
(4H, m) . 2. 80 (2H. m) . 3. 04 (IH. m) . 3; 80 (2H, t , J=7Hz) , 4. 06 (2H, q, J=7) . 4. 30 (IH. m) . 
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6. 65 (2H, m) , 6. 90 (2H, m) . 7. 08 (IH. m) , 7. 56 (5H, m) , 8. 08 (2H, nO , 8. 34 (IH, m) 

N- [3 - {4 -(1-:^i^:^xS^;I/:^^^'»:7jc -;!/}:/□ tf:^--;^ - N - ( 2 . 4, 

6 - h u ^5^;v:7x-;i/) '»p^5^;i/X7.5^;K^»j 120) 

'H-NMR (300MHz, 6 ppm in CDCI3) ; 
0. 88 (3H. t , J=7Hz) , 1 . 1 7-1 . 48 (30H. m) . 1 . 74 (2H, m) . 2. 1 5 (3H. s) , 2. 23 (2H. m) , 
2. 27 (3H, s) , 2. 85 (2H, m) , 3. 76 (3H, s) , 3. 89 (2H, t, J=7Hz) , 4. 09 (2H, s) , 6. 76 (2H, m) , 
6.89(2H,s),6.99(2H,m) 

N - ( 2 - :7 xri;i/) - N - [ 3 - { 4 - ( 1 - :tiJ7 ^5^'>;i/:;r=^5/) :? i :/n tf 
W u v' > t - >^9^;^xx (SI»J 121) 

'H-NMR (300MHz, 8 ppm in CDCI3) ; 
0. 88 (3H, t, J=7Hz) , 1 . 20-1 . 46 (39H, m) , 1 . 78-1 . 69 (2H. m) , 2. 38 (2H, t, J=8Hz) , 
2. 85 (2H, t, J=8Hz) . 3. 89 (2H, t. J=7Hz) , 4. 23 (2H, s) , 6. 75-7. 22 (9H, m) 

umm 1 [V E G F ^^i^m^umi 

XWiiCen Growth 4 Differentiation, ^7#, ^213H-^221H. 1996^)12^® 

Fl t-l $-M%^Sii-:fcNIH3T3ifflJjS(7X 10*fa/well) ^ 2 4 C7ac;i/rJ ^-y>n- 
hZfU—hizmmV. 10%^4^jlbL?f]S5:m0OAig/mI Geneticin G418<£#mulbecco' s 
modified Eagle's medium (DMEM)^', 5 %mM:^7.mmn.T. 3 7*ClCT 2 4BtP^^ 
mV:^o ^(Dm^^f^mUAimmfpiZlOm HEPES( N-2-hydroxyethylpiperazine-N' 
-2-ethanesulfonic acid)tO. ISK BSA (bovine serum albumin) ^^^tr] 4X:\ZT 
3 0^m':fU'i >^:D.^-hVrCo ^(D^i. ^^^mm^B (DMEMtf^CllOmM HEPES 
to. 5 % BSA^"^ty)tC3^g|b, m.2\Z^-t^^<D^mt^^^V:^'^)V7.}V-^'^~^Y 

\zmm^mmm-B'^i^'&(ommz^M\^xmmvtz.uMmt: i ]-v e g f {.$mm 

^imX^fc.mmW.MZ'mmkWVrc.o ^^3:.MZ O.SM Na0H0.5ml^jlP 

A> m^\zx3om^ifxmm^mm\^r^o ^^x.)V(Dmmmmm(DWLMm'\^^'^> 

>df-\Z-xm^ bT ['« I ] - V E G F 0S^J®-&«?£^til bfc. ['« I ] -V E G F 
(Ol^mWrn^-^-^. 1 OnMCDI^:^!! V E G F ^^TTO^'&y "t-f J: D aHJgb, 
[125 1 ] - V E G F Oj^i^^a i: ® 6 I ] - V E G F CD#M6<JJ^^«^#ai b fe. 
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C 1- — 



^1 







^^(Mg/ml) 


36 


40 


3 


57 


61 


1 


82 


59 


1 


91 


55 


3 


94 


53 


3 


95 


55 


3 


96 


60 


3 


a 


65 


1 



a : 5_T=y-2-(4-;?!3;V3l^=^'>:7a:y=^-»-N-[3-{4-(l-:^i^i5'^'> 
;i/:t=^'»:7x-M::^atf:t:i;W^m«^ ; #M¥1 2-0 7 2 6 5 3 (Hl^iNpl^ffl 
^^M#-^WO 0 1/0 2 34 4)fB«®T5 / 

tS®^^J 2 [^^SKI^ 

1 mO^mt^m^^-i^on.m'^i^nMV. l mi© pHB. S ; ZOmMU ^mmWISH :t 
25^, 3000rpmTnO:J>rBl^'i:N^llibT#e>nfc±^?K*MtC25"C. lipOOrpmTlO^r^^ 

>L-^mm.n e. nfc±^?^^7K • r-t h - h u }vmm (i : o -r? 2 2 1 

mh. T-feh-hU;i/T?2fS^f?b:fe?S«rtl2p^^(B)tbfc. tii|BF^?K(A)BLt)J^ 



^^T/JP02/13692 



] X 100 
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(B) ^(Dmmt^m^f-'^Mm 

<HPLC^f^^#> 

: shiseido capcell pak UG120(4.6xl50iiiin) 
igU&ta : T-fehnhU;V/10iDMi^mT>^:n'i7i:,?gM(90 : 10) 
i^aiJ^S : 230iim SSji : Iml/min *^Ata^ : 40*0 





PH 




82 


6. 7 


. 353. 5 


91 


6. 8 


168. 2 


94 


6. 9 


216, 1 


96 


6. 7 


381. 9 


a 


6. 9 


0. 029 



O-fb-a-^/^. V E G F U :^ > F ( V E G F ) ©M^a-^^PJiS-r ^ ^ i t:: ^ D V 
EGF{Cj;SJfillfMiitt/Lii^ffi$-r'5t)<7)TS-5o VEGF;&t|8^>rs^ 

mi^wmmm> sSB.'^m^f^^. M^^nrnmi^. ^-^mmm^z i^v-'^:^m^^ti) . 
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m ^ o m m 



1. 



R 




(iC't', mJl 0 X« 1 n 0 7&i 6 3 OK^^^f . ) -^^^tl^S^^^f o ] 




0 



-(chPph(^^io 
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-(CHPqOoCCHp r-R^^ 

2. 5gA50^'^>if>5ll^ :^7iS^l/>^, ^:tyj^>m. ^TV-)m> -iV^-^V 

3. m}On-r^D> n5&n:0^6 3<7)S^T$.D, Y*t-cO-. -0-X«S-*T? 
^$n'5S®i:^R''>&^Ci_io^^l'^''^S, 1/0^6 3M®7^y^IMWe*^bfep^5^ 

®^ u 7 oc & D , Y 3&«- s o 2 - "^^^ nss© i ^ R 1 1 c 2 _ 8 
;i^T5 /sx«^H^T5 yST^^if^oigH 2i3mo:^7;i^2i^>msi^^x«-?-<^m 

4. 3gA7&«^>if>5il*T?fet), RiRtXR2j&t|^-X«S?^oT7K^mTXtiCi_5 
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